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(54) THIAZOLE COMPOUND AND PHARMACEUTICAL USE THEREOF 

(57)Abstract: 

PROBLEM TO BE SOLVED: To provide a safe 
therapeutic/prophylactic agent effective for diseases 
caused by PKC(protein kinase) including pain through 
selectively inhibiting PKC, especially PKCy(PKG isozyme 

T>. 

SOLUTION: The objective thiazole compound is shown 
by e.g. the general formula [I], wherein, R1, R2, R3 and 

R4 are each H or the like, R2 and R3 may form a ring { . % /r^v 

together with the adjoining -N-CO-CR4-; ring Hy is a ( ify V J $ — ri-^c— o—i ■c-^./^^J !p 

heterocyclic group; ring Cy is an aryl, and these rings **J; 

may be substituted. The above thiazole compound may u> 

be in the form of a pharmaceutical^ acceptable salt. A 

PKC inhibitor comprising the above compound is also 

provided. 
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— NR a 5 -CO- (CC-C, Ra 5 ^ yJciKJK 
^ C C 6 — 1 4 T y — A'C 1 — 6 

C6-14TU — /WC i_6 T^^rA'^e^^^—A' 

(j:2tfe^ t ^'2 2 ocow^^tt-^tura— 3g=L 

<liS4ottJ:<, mSlfntt, *ft-?*xH--5gL< 
ttSftot, 0Xttl75^3<oS»C-efe5o ) "C^^tl 
5aSr^LTtJ:<, Xtt, HMfrS\ Ci- 4 7/H 
-O-, -COO-. -OCO-. — N 

R a4 - -CO-NR a 4 Xft, -NRa4_ C 
O- tK^^. Xli^ ±15^-^ 

[0016]lHy' d 



(8) 

74 

{^^T\ Qlt "NR a 6 - (5$;^ Ra6^|g 

t-. iia^/v—^A^bsansgjfeST-em^ 
tvr t £i^c 1 ) > xtt, -0 

-s--e*>9. R 5 d ^sfcis^K ^d^vis^ 
Xd Ci-. 6 ^;uStfc^ Yd -C 
10 H = CH~, -0-, -CH (OH) -COO-, 
-NRb5_ > -NRb6-co- -NR b7 -CO 

0- , -NRb 8_ C o-NRb 9_ x _ NR blO_ 
S0 2 -. Xt* -CO-NRb 11- (5^ 
Rb5 N R b6 s R b7^ R b8 N R b 9 x RblO^ 
0?Rb 1 l(i x Xtt, Ci- 6 7^Ht 
<fc*. ) . Zd 7k^J©T-> ±E^-^A^&»tfix 

6-1 47!j-^S N C 3 -7^n7/^S, C 
3-7^n7/^;H, — rnfl (fiulS^^ii 
20 V) Q ) , C 6 - 14 7y-/VCi- 6 7;^i, C 
3 — 7 n TA^/VC x _ 6 7/^^/WS^ C 3 - 7 > 
^n7/^^Ci-6^^ Rtf, ^rnfC 

1- 67;K;ug RStt, Bul5^0ii«9 0 
^^nSf-Blfe^tifcC ! _ 6 7;^IS:/Tto ) t? 
fc9. rr.T\ SC 6 _ 14 7y-;H, ^C 3 - 7 > 
^ n TA-^A-^ ^C 3 - 7 V* n TA^—A-K. R-^ 
T^n^S, 6 - 1 4 7 y -;UC 1 - 6 7^=^^I, 
^C 3 _ 7 n7M^C 1 — 6 T/l^A'Ss f£C 

3 - 7 n TA^-A'C ! _ 6 T/U3vi^ Xl^, 0E 
30 -7ngCi- 6 7M;uSft TIB^— ^C^^jI 

tb^S^S-Cg^fe$ttTt>V^C 1 ^6^^^^S> -0 
r c 1 (^^^ rc1|^ fcmm*. Xf^C x _ 6 T/P 
^S-C&S. ) , AX*. -NRC 2 R c 3 R 
c 2WR C 3 d Zti^tim— SKHS4oT, 7k 

« 5. ). ).]. I.UCytt, Ce-u^J^ 

C 3 - 7 ^o7M^ XJi, -rngS (iff 
!£5£*£<z>ii9o ) "C*>9, tC 6 -i47y-;H, 
C 3^ 7 i/^P7^^M(/^fnSSlt' TIB^ 

{ *f As — y^B :^FnS, AD^y^ -Y- 
Z (YX^ Z ^8J|g^(7>igi9 o ) } ] 
[0 0 17] (3) iHy' ^ x 
so [fbl8] 
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(5t4\ ^l5-^i«S*^2|Efeoa^ 0 ) "Cfc*.(2) 
[0018] (4) -NRb5-xii-NR 

be-co- (55*, #e#-tt»#«2K«*>a9. ) 
ft5^<D^ e 

[0 0 19] (5) QdS. ~S--CfcS (4) ffittCO 

✓-/Wt'&ttix tt«SK±«F* $ ft 5 - t <Di£ 0 
[0 0 2 0] (6) ¥&frn«fc5 (5) fa^o 

^T^-yWk^ftXttiRISIifFS^ftS-e^Jfto 
[00 2 1 ] (7) Yd*. -NRb6_ CO - 

£5, C i - 6 T;u^;uSXttC 3—7 ^^nT^^r/H 

-efes (6) Kit-to^T^-zu^wxtttaKiw** 

[0 0 2 2] (8) «Cy3JS, 7x^SXftt 4 y^ 

^St^6 (7) iefto^r^-yWk^X^SIgifF 

lit, Bt*3e2IBttO^— ^Cd^iStfftS 175S3 
fflOg&ST*g&$ftTfcJ;<, 0ESItlX^2fi3l»3 
ffl*>B*, tt«*Stt*ft*ftR|-*U<B:»*oTV^r 

[00 2 3] (9) (2) 75^ (8) Eft^T;/- 

[00 2 4] (10) (1) 7b^ (9) le^^T^ 
-^ft^*Xtt«j||±IT**ft*"*^>*Sr*A/-ert«^ 

[0025] (11) (2) ib^ (9) m^co^ry 
-M\&my. iisai±fff « * ft s * o*a sr*^-c* 5 m 

[0026] ^mmm^^xmrn-r^mmcoM^ ' 

if*, /nf^f -fefC .(KT* PKC) CO^S 



(9) 

10 [0027] rAP^y^j t«t. y?mm*. &m 
■ ■te#*L<t*, tt^w^-efco, iHy«s (^/w 

:/B) , SHyOZtDiftS (^/C) . SCy 
CDg&g ^B) , gCyOZOg&S (20W- 

[0 0 2 8] r'd-eT^/uSj fctt, K**175 

p< ?vV«, ^^vl"g> Zfu tvuS. ^V/P *Vv*. :/ 
20 ^/US, y^^^X. sec —z/^vi'S. t e r t - 

^^s, -o-^a-s, y-o-^s. t e r t — < 

R 5 . Ral % Ra2 N Ra3 N Rbl s R b2^ R 
b6. Rb7 x R b8^ R b9 v Rb iO x R bll S 

xm\z&\,*xmz&& u < wt, ^ f;vstfe . r b 3 

3E^ff*L<-«. ^^StfcS, Ra5|^^TWr 

fftKit ^ ^^s. ^^s. y^n \f/umxn 

SHy^Rb 5^*5V^WC»*.U<tt. /f^SXft 

^HyCOR C 1 }C*5V^#* b < 
^f;VSt*fc^ lCy(ORb5 % Rcl, Rc2^ R 

[00 2 9] l* C 1 _ 6 r/V.dr;U^yU7K^/uSj t 

^•y/^s, -fyy^v/^m, tv^n^r/us^^^ff tft 
s. »* l < wtr/u^/^<fe35s«** 1 4 (ommx 
40 liMir^^St^ «9 , r a i icjoV>r^(c»^ l 

[0 0 3 0] rd-gr^n^f^/^/i/Sj t 

fi, C ! _ 6 T/U3^r^ffi60T^^^±ia Tc 
1 -6 7;u^Sj T^ST/i'^^^/^^i 

/P^^r^yU/f^/US, ^ y^n t P /U^-^v'^7/lx 

/U/Jf^yl^S, t e r t-yh^r^/U^^S, -O-^ 1 
/l- ^" /U- 7^ ^ yug . ^ * ^ 5/ ^7 ^ 3^ =■ VUg^ 

so ^ifbft^o »*b<ttT^/KBfflr^S5»i75^ 
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a 3 l^^T^lC^ b< f4 t e r t h^rv^/M? 

[0 0 3 1] fW^«**JK^.i:-»»c:4oT»*r 
xnJR^PSrg-^ 37!rMl o MS<^f^:m^t&fD<D-- 
& ^^yy^s, ^y^/s, tf^^^/^ 
-o-Ky^s. -Yv-Ky^^s. -Yv^yKy^/vs, 

* b < l oo^*JS^«flfef-. BfcsMS^ S*JDS^X 

2k 5 Xli 6 If ^fqXICTfifq^^r n fffe ^ , 
C i _ e 7;v^;H"eB*StiTfc J;v> 0 R b3 i:R 

^^/^s. >r s y y ^/i, ^a-* y y 

y ^/it^^o 

[0 0 3 2] r^yu— ^Ad^atfttsniftS-eBlfe* 
titt)i;v^Ci-67/^/vSj ±IS^<d re 
l-er^^Xj #k tib^— ^A^fjiim^ i 

Eft*© r^ny^J . -ORb 1 Rb 1 

Kj T*£>£ 0 ) x -SRb2 Rb2 (1 

^ xtt, _hiB^So rci-6 ta^/uSj -e*> 

5 0 ) > -NRb3 R b'4 Rb3^ R 

E^Ho rci- 6 ^^Sj s Xte, R b3 WR 
b4#±lB5£«W> rwft+sajRlH^fc-ttliiftoT* 

bm&ti 5 B&£-ee& £*L-cfc<fcv^ci_ 6 r 
^y/atvn, ^^x. ^y^i, s e c 

-y^/H, t e r t-^^/L-S. ^y^ 
V^VUK, t e r t -^yf-^S, ^^^1, ^on 
y^/i'K. hy7;utn^f^S, 2-fc Kn^Vif 
/US, 3-t Kndf^P tVl^S, 2-y h^rv'xf/l/ 

2-*^^*^/i<m, 2- 
(y^A-r^y) x^ux, 2- (^f/ur?y) ^ 

^/um. 2- (^x^;UT^y) x^/Ug N 3- 

f/i^r^y) /pif;wi, 4- (v^^v^t^ y) ^ 



(10) 

yuS, 3- (-yy W^y^f/W ^fvus. 1 - 

2- (fcV<9^>'- 1 —-Y/i') i^/^S> 3- 
U-^/W^v^- 1 -- f/UO ^ntVUS. 2- 

zfu n'/um, 2 - (t°py oy- 1 — (su) ^/vmm 

[0 0 3 3] R 2 t-^v>T»*b<f^. mM&. —OR 
b 1 S&Xte-NR b 3 R b 4 g |£ (^E-g-ttJhffiioii 

^^m, 2-fc Kp^yxf;uS % 3-t Ko^yy 
p tVl^S. 2 - y h ^r-yx^S, 2 — T ^ y ^.^-/K 
2- (y^vUT^y) xi^/l^, 2- (v^^A-TS 

/) ^/um, 2- (^xi^ur^y) xi^p^ n 3- 
y) y^/i-m, 2-t^y^yxf;n x 3- u-y 

f/U^y^y- 1 1 — tM ^ntVl^S. 2-^-^y 
yx^yUX, 3- M;^!)y-l-^f/l/) ^ufcVU 

S % 2- (t°ny>yy~i-^;v) x^w£-efc9. R 
20 2 lC:fc^T#m£ IX tt. -NRb3Rb4g^ 

y^i^/K 2- (^^T^y) x^/l^ 2- (v^y 

f^r^y) xl^/^ n 2- (^xfyvr^y) ^^vv 

3- (^yf-^r^y) -fuK°;umxte4- 
^ivT^j) y^mx-h*). Sf-»^L<« > 2- 
(v^y w^y) xf^sr^^o R3ic^ov^T»^ 

30 nt>i, ^yy^S, tert-^I, 3— < 

s^y f ;>r ^ y y f;nx»y f^f f 

W«f*L<tt, yf;HXttt e r t -y^/umXh 
5c SHyC0Z<7)B«l« ^C) ^V^T#* b 

< tt, y ^vl"X. t e r t -^;VSXIi h y ^/U^-n 
yf;uS^*)5 0 SCyC0ZlC*5V^-C#*b<li. y^ 1 

/i-s, >r y^n tVl-S, y^/i^m. t e r t 
/^S. h y 7;^p y f/vsxtt^y ^ y y ^ 

ST?*>5 0 S CyCDZ^gglS ^C) JC*5V^X 

40 »*b<tt. y ^A-K. ^atVl-S. t e r t 
m, hy7;^DyfyvS?fcSo 
[0034] rci_4 uyj t tt. MiSHS 1 7^ 

xv^i/^, hyyf i/y, 7 p ntvy > ^h^y^i^^ 
V^tf&tt^. x^jsv^»*b<tt. y^w>^t/ 

[0 0 3 5] rc 6 _ 14 7y^Hj jK*ffC6 

/i-S. "^^^/US, T^hV^^, rXi/-^S, 
50 ^> h yyuS^^tf t>ti^ 0 iHy(7)Z 
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B) , iCy, l'Cy©Z (*VW- ^B) (Cl^oV^T. » 

[0 0 3 6] Tc 3 -_ 7 ^p7M/uSj tf^ 

n^n fcVuS, e/^n^/uS, S^n^V^/U 
S, is? p^^i/;i/SXtt'>^ n^;i/S^fc5 0 g 
CyXff»Cy©Z-(^;^B) tttffiK-tt, 
v^n^<><5yuS> i/^n^^-->/ixS. >^ u^y^/U 
ST*fc»9, »CySUlCy©Z (^/l — ^B) i^V^ 
Tl#tc£f3; L< v-^ u — |Hy© 
Z (^/U-yB) lu*3V>T#i^$ L<liv'^o7 P P fc° 

[0 0 3 7] rc 3 _ 7 ^a T/U^/uSj t 12, £t 
3 7b3E 7 ffi. * L < 5 ThmifaiD*/ ? n T/U^ 
~/uST-fc*), »5M?l*i:««^Sr*tPds. y^/uS 
<DW£T y -/uS&U^:££&?p<Z) >^ a T;y*;i>m$:<£ 

S> ^o^t=;l/X/2, 4 — v-^ n-^^ri^i/^v 
-l--f/US, 2, 5-->^n^s^r^^ai^— 1 — f/u 
S, v^y n^y^^/US^^tf ^ft£ 0 SHyOZlC 

[0 0 3 8] r^fpjmij itt, SteMKiK 
X ttSSSIJl^ ^ 31 tftL £ 1 7!? M4fi o Sr-^'tp 
5 M^Xii 6 S«©ffiftXfS^fifntf>^ 7- n fStfco 

2SoMa^MLtt)J:v\ pSS 

>^/us, t°y^v^/us, hy r^n, e°ny/u 
S; e^vy/us, -f^yyy/us. hyr/y^s, 
rF7/y /us, ^~/us, y y /us, ^u-y y /u 

/us. ^tv^r/y;^ fT^ryy.^s, t°ny 

~/uS, fcr°n y 4 % ?V V ^^/i/S, fcV< y 

vvt-S, tv7^- ; us x ^-/u^y/us* ^^e/i^y 

/US, ^h^b: Kpfy^l^W bttSo £fc, 
M«t^5^fnSSt ItMWI^tt, ^;y;v . 

s, -Yy^yy^i, *-?-yy~/us, *y3ri^y~/u 

S, 5 , 6 f 7 , 8 -ir h 7 fc K-n *y y /us, >r y K 
y/uS. ^^^/y;ui, ^y/7 7'^S, ^ 

yK~y/us, ^yy^-y-y y /us; -<y/fr/y 
/uS, i, 3-r^^y-ry^^Ky/us. l-^y 
-l, 2-v?t Kn^y^y y^s, l-^y-i, 
2, 3, e Kp^y^y y/us^W hft 

[0 0 3 9] «Hyfcl:fc3^-C$f* L< te, 5Mi£te6M 



y^/us, t o y^~/us, t'y v^;vs, tr-y^t^ 

-h.97^;i/S % t a oy;i/l, t 0 7^y,;uS, 

s ?v,y /us. hyryy /us v ^ h y /us, 7 y 

/WX, •f'x^;us % ^f-y y /uS; y y /u 

S, ^t^ryy^.fTyy^ ^y-f/yy 
/us, «f^7yy^i, f7v ? ryy;i/M^¥(f 

b*L<5 0 #Jc#£L<te, ey>VuS, t 0 py;uS % y 

y/i-s, ^~/us, ^^^yy^s, m/y^. 
s, >r y^-y-yy/us, ^r^y/u.s. ^yf7yy 
ip /us, byryy/us. w^7/y^[ixttfry 

ryy/us^fct). JEfc:fflF-*-L<tt. 

y/us, fry y ^sxtt^^/yMtfeo, * 

fc#*U<:W:^T^y/UStf«>5 0 fHyOZ (^/U- 
y"B) IC*5V>T»*L<^ 5l«f4 6fl©M'C&5 

y^yy/us. ^^/us, t°n y^yus. t°-<y^/u 
S, ^-/ujjx y /uS3SWWbn5o SCy ^^:*3v^T»*. 

20 ^ yy y /us; ^^/us> tf o y v?^ 

/us, y v?/us, -f > k y /us. ^y/77 ^/u 
S. -<>y^^^7us, l, y^v^/p 

S^a^tf&ftSo SCy(OZ (^/U— ^B) {c:^V^T 

•9, AffWJctt, fc°ny/us. ^y/uS, -fx=^s, 

-r^^yy/uSs -r y^-^i^yy/us, fny^ 

S, fc°^^-/us. ey^/us, t'^y^S, -e/u^ 

y/i-s. -r^Ky/us> ^yyyy^i, ^<y/fi 
30 n/us, 1, 3-^t^y^y^s, ^yy/u 
s> *y=¥-y-y^/us. i/y/y^s§^we>ft 
So ^t-»*b< fit°y vvus, t'7-y^n, t°py 
/us, yy/us, ^3u=l/us. t°py^^s, ^e/u^ 
y/vs. ^yt^tyyM, -r^Ky/us> ^yy/u 
S. ^y^-*y-y^./us, i/yyy^st*5 e 
[0040] rc 6 _ 14 ry — /uc 1 - 6 r/u^r/u 
Sj ktt, -bis rc 6 _ x 4 r y— /usj ^a^ufc_b 

^^^^i75^ 4 <oii[^r/u^r/usr*fci9, ry- 
40 /u§{5^5^3i^/uS"r*fesr y ^7^^St*$)6 0 

Mfitliv^y^a, 7x^f;H, 3-7x^1, 

7"p t>S, 2-7x^7 p ptvn, 4 -y^^/uy^ 

fVUS^W e>tt§o SHyOZ (^-7 P B) 
fCy^z (^/u-y*B) (c*5V^T*fts:0*L<«:, 
y vvusx tt7x* f^St fo ^ o 

[0 04 1] Tc 3_ 7 y^P7;I/^>C 1 - 6 T/U^r 
/USJ <tf^, _hl2 rc 3 nT/U^r/uSj ^gjft 

L^±I5 rc 1 _ 6 T/u^/uSj -Cfc!9. Kl<ii7 
/U^r/UaSffi^^^^r ! 7514 ©E«7/K/H-efe5 *y 
so ^ nT/U^r/UT/U^r/uSTfcSo Aft^tCf^ V^n^ 
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bVU^^-yuS. 2-v-^n:/ 
^vl^^/l'S. u^<ly^/VoL^;v^ 2— is? 

mtfhtiZo fHyCOZ (^-^B) ^LT»^L< 
[0042] rc 3 _ 7 ^D7;^C ! _ 6 T/U 

tt7^^«tt*K*» 1 7bm4 <DmmT/\s*/um*vib 

(2 -v^ nr/u-O-- 1 — f/u) y^vi'S, (2--> 
^ n^y^^- 1 — { ;U) y 

1 — y^/l^ 2- (2 n^>-r>- 
1 — </v-) ^/vm, (2, 4 n^>^i^m>- 
l-^f/u) y^/i'S. (2 - v-^ n^3rir~/u— l — r 
/V) y^vPg, (3— u^.3r-t?^U- 1 --f y 
^vHs* (2, 4 —v^ n^ar-^^^i^- l ;V) y 
^A-K, (2, 5 — is 9 u^^^-i/^l/ — l — >f/W) y 

(2-->^n^^^W) y^Vl-X^Wb 
*L£ 0 gtHyCDZ^^T. #|C*f^L<^ (2->^ 

10 0 4 3] r^rPlGi-e^^Sj ± 
15 ^tpSSJ ^fi&L*:±g5 rc!_ 6 7;v^ 

4 0B®7;^It^^^TPS7;^IX^§ 0 

2- ^^/vy^vi^ 1 ->f ^^Vy/i-y ^vu 

2-t°py> ; ^f/n > 4-e^v^A-y^ 
y ^-^mjuz i — r ^ ?v y ^y ^A-s-efcSo 

[0044] ^C6-!47!) — /UC i - 6 T^^/^ 
^>#/l^~/l^J C 6 -i47!J^C 1 - 6 
TA^/I^Ijl^ _h|E rc 6 -147y a>B& 

bfc±ie rc i _ 6 t^^/^Sj T^^7y-/w^ 

2-7x^/0 tVl^^^A-ztf^A-K, 4-77 

[0045] r i ^ it^ l < a, Tkmm^, 



22 

So R 2 i:Lt^t<lt ±15 r^OV— l/A^ibiltf 
*lSB&STB& $ tit t J: V ^ C x - 6 T-suksug:] -? 
*>9. ^f/ul, 2-tKn^^xf;l/i, 3-tFn 
^v^n -fcVl/g. 2 -y h^^f/^ 2 — T ^ 7 

fvu£, 2- (y^/ur^y) ^/um. 2- (v^^ 

A-T^y) 2- (v^^vUT^ /) 

3- (i/^^T^y) 7v\?sl>m, 4- (v>y^ 

/ut 5: y ) :/ 2 - tv< y ^ y ^^vi^S. 2 - 
(t^y^v-i — f/w) ^n^s. 3- (4-y^vu 

2- y Vis- 1 -^/u) 3i^/i.^^tfbtl 

/i^r^y) ^^-/^^ 2- (v>y ^vi-t^ y) 

2- (^^/wr^y) ^^yus. 3- (v^y^ 
r^y) ^ > abvwsx^4- (v^y^vKr^ y) 
*r-fo«9. jg^»^L<«. 2- (v^y^r^y) ^ 

[0 0 4 6] R3i:tt^t<{j: N Tk^^fc^o 
^7t, R2^R3«t5-N-CO-CR4-^- 

[ftl9] 



(CH 2 ) n 
\ 

N- 



'>C. 



<w> t 



<CH 2 ), 



"C— c- 

II l 4 

.0 R 



NRa5- (r^T\ R a 5 ^ffjie^jg 19 o ) L 

fe^B# N Ra5at9ll<1iGi- 6 7^St 

te^&oT, 0\ Uii2tfc^CtWt 
L<. #^^U<fi. m+n = ll(j:m+n=2tfc 
S 0 V^-CO-t^5^ m=0^On=l^^^ 
^L<, V^-NRaS-O^ m=2^On = 0^# 
^»^UV\ R 4 ^lt^L<fc tK^-^T^So 

[004 71 lHytlt9*L<tt, 5M^^6M<^ 
^T^S^fP^xn^X*fcSo t°y 

i?/um. t e py/n, 7y^s, ^^s, -r^^y 
y/us> ^r^yj^m. 4 y**y-yr}) sum, ^-ry 

7V y^mxte^Ti?Tyv/i>mx*hv^ 4#t-»*t< 

Ift2 0] 
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fa, ^ifyy^x, fr/y/vswr^ryy^ 

St*^ ttffSKtt^T/J^*)'^ SHy 

te-w&:<D^T y y >vm<D 4 m^m^th r <t l 

•#*-LV\ R 5 t L.T#*L<ia, ±12 Pd-eTW 
[0 0 4 8] fH y(7)IM <*VU— ^B) £ Lt»t 
.K:#*b<tt-Y-Z-C*>S. iHylt 1X»2«0 

-y-z -eg&£*vo\£ - £ ^ff* bv\ SHy tf>e 

^B) t tt-Y-Z^2fi^ CD- 
Ota. Y&W&&-e$>*)i Z^±f2 r^/U—^A^fejl 

«ti^e^ST*g^$HTt J:v>c i _ 6 TVi^/uaEj- 

>& 0 SHy^gmS (yVW-^B) iLT'>4<it 20 
lo©-Y-Zlt. Y)55¥8^ -O-, -COO-. 
-NR b 5 — v - NR b 6 -CO-. -NRb7_co 
O-. Xfa. -NRt>10-so 2 - _#IB-i-W: 

^ci-- 6 7^ij . ±12 rc 6 - 14 ry-;u 

. ±12 ■rc 3 -. 7 ^or^;Hj . ±12 r-^ 
nilj . ±12 ^Cg-^Ty^Ci-e^^ 

> ±12 rc 3 — 7'^D7/WC 1 _ 6 T/mrA' 

Sj . ±12 rcs-y^nr^^Ci-eT;^ so 
/i-Sj , ±12 r^^n^c i _ gTsu*juMs t? 

fc^r fcjftSffSLVV Yfc tr#l^t<l^ -NR 
b 5-Xta-NRb 6-cO-t$)^ JEi-0^U<fi 
-NRb6-co-t&5„ Rb5 N Rb6 > 

R b 7 &t/R b 1 0 t LT$f 4 L < fa. TkfSfJ^-Cfe 
5 0 ZJ:LTW^ff±L<tt, 7kSiJD!C^. ±12 

/U3r/V«j . Xfa. ±12 rc 3 _ 7 ^^P7;^Sj 
MfC#£L<fa. ±12 r^^A^bltfft 

fa, ±12 rc 3 -7^o7/^;uSj T*fci9. 

fc. SEC 6 - ! 4 T y — ^g, SC 3 - 7 ^n7;^ 
^S. l£C 3_ 7 i/y pTA^~/uX. ^rnSS, 
iC 6 - u7y — /WC i-6 7/K/H, EIC3-7 
>^ p T/U^r/UC i- 6 iC 3 - 7 ^o 
T;v^^C 1 - 6 7;^;H, #15. ^folC 



Tt±V\ Jf/is—^C :±I2 r^n^^^j % jtia 

r yvu- -y a a» & as ft 5 t^stt^^ Ht>. t> J: v ^ c 

l-67/u^ij^ -ORcl RcIj^tK 
JRiR^- 3£ra±6B rc ! - 6 7M;^j' -e$>5 0 ) . 

-NR.c 2 R c a R c 2xt5R-c 3 

^ix ; en^-^ : b<{i^oT, TkfRJS^, Xfa±12 

(yVl— ^C) ^tt^Kft ±12 f^n^Vgr 

. ±12 r^—^A^e>atfti5BlftS-t?«!fe*n 
Tfcl^C 1 _ 6 7;u^;i>Sj Xll-ORc 1 T?S>!9, Jg 
{C#£L<fa. ^2y*JR^ ^f^S, t e r t-y^ 
A-S. h5 7;^n^f;H, Xfa. y h^ri/STrfc 
£0 lHy^tM^-Y-Zt^5^ Y^Z©9I 
LV^^itfa. Y^-NRb5 -^oR b 5 ^^Jc^IS^ 
^oZ^ig-^ N Y^-NR b 6-co-^o 

R b 6 wi^oz^±E r^/i— >^A^e>ig«tt 

6e»ST*B&£*LTfc«fc^C 1 -.' 6 7A'^lj . 3g 
L<fa. ±12 rG3-_7^^D7;U^Sj "CfeSo 
[0 0 4 9] »CytLt»it<^ ±E rc 
6-147!i-;Hj Xtt ^tpSSj t?*>0, 

£?^L<fa. ^ai^v-s, fy^s. -r^y^y/w 

KyvUS, ^<yyf-x=;l/S, 1, 

7 m xi^s-efc ^> 0 itc y fa, nws^B l < « 1 eift-c 

*>S^fcdS»*b<. lCy^7x^lt^5^ » 
CyCDg^S C^/U— ^B) fa, 2ffit?fc5ri:^ff4 

fa. ±12 r/NP^vig^j -efcD. #fc$f^L<fa > 

-Z(OB#. Yttt^L<^ SM££\ -CH-CH 
-> -O-, -C (OH) -NRb5_ > ~NR 
b6-CO-, -NRb 8-cO-NRb 9— > - N .r 
b 10-SO 2 -M-CO-NRb 11- & 

ffi4iaffirl5<Diit).-e*>So ) t-*>9, #ic»*L<fa. 
-o-; -NRb 6- C o-r^§ 0 r 

Rb5 x Rb6 % R b8 x Rb 1 O^tjtRb 1 1 ^ LT 
^^IffcSc iCy(Z)IftS (^/U— ^B) ^-Y 

-z©fe z<Jrur$f^b<fa, tK*®^, ±12 r^/p 
-^ , A^^il«i^5g^S'ee^$t^Tt>J:v^c x _ 6 
ryw^r/wSj . ±12 rc 6 _ ! 4 ry-/uSj , ±ie 

rc 3 - 7 ^n7;^;Hj . ±12 r^rn«Sj , 

xta. ±12 rc 6 _ x 4 r y — yuc x - 6 T/^/^mj 
"efc9, #f-« 1 ^b<fa > tKSiis^. ^f/us, 
d y^^^s, t e r t -r/^vi'S, h y 7 

;ujru * f/Hxii^^ ^7 ^ y ^ f/H, 7 m^/u 
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tvy^s, ^rjisxy/um. -ow^m, 
kc 6 - 1 4 t y — a-S, gc 3 - 7 ^D tvi^ 

f£C 3-7 >^ nT/l^-A^ S^tpSS, 
iC 6 - 14 T!J — /UC i- 6 T/U^aS^ f£ C 3 - 7 

*b<«. 4£*IST\ AUSJDK^ t^fl' 

-y u\z°^m, tert-^f/H, f!J7;i/tn^ 
[0 0 5 0] fHy' ^-Y-Z^*5V>T»^bV^8l 

SHy «i:tfc§ e 
[0 0 5 1 ] rjaiifiF^SixS^ottj irtt, 

±E-»a; [i] ^Jtis^^iicol^Mt 

S;Xtt^f;v7^y, v/x^7>y N hy^A-r 
^ >\ h!Jx^/ -;U7 ^ >\ cc?- U^^T ^ >\ h V 

y>\ v/y=.^y§otiII;^y^ X/l^- 
[0 0 5 2] £fc, JilS-^S [I] ^Sn5<fc^» 




[0 0 5 31 *:^PJ{C^oV^T^^b^^^ P ^ K 

[0 0 5 4] *«W{t^feSrEE|g»»Ji:LrffiV^» 
• tf*tt!k ff4#k Mttffl. SSc^Hl, 

sutau %mm, m&m. *&mu mm 

Sk ^«fffigb^J. *<ote**itf(, JWM&fctt:*. 

xf7yyKv^'>r)^ 7/5^ y-fey 

y^^^LT, *fefc:J:9«©Sk 

^fite^tfk flqfc f&*a*. Strife* K: J: 0 

ft&5£S* /&A<>£ DMafc*), lBUlD.lmg 

[0 0 5 5] 

XS^jiRtf £r Atifi 5 ft if ©X*|c J; »9 ^ J: < ftft' 

[oo56] mm i-i 

9, 7 ^ y t«l^7/-;W^S:#5*St^5o 
[ft 2 i] 




Hy 



H 2 N- 



-NHR 



[2] 




NH 



[1] 



[3]. 

ft^fei [1] *j«E^, »»*L<ttTB«*3KiJ: 

«9#bixS^^UTft^tt [2] 

<^ »9 . ; y-M^m [3] 
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a77^x-x/^gl ; ^ ^ y — /U v ai^ 




* [2] 12, Tk&T-Cjg-g-U ^?S7!)S*al^TT-g:^*-fr 
[ 0 0 5 7 ] ®f£fcl - 2 

[ft2 2] 

3 



R 

-c— x- 



[5] 




Cy 



— c— X 




Cy 



[I] 



*ifc£L<tt*H*l-l 4:PI«HCU-C#6ix6r S/B 
^T^-M^m [4] Sr, #jfeK±9#P>ixS*^ 
*v^t:-g-^ [5] £T5 Ki^Jtsr fclt-fctj^T 
y-Mt^m C I 3 Sr#^>ii:^T-#5 0 TS 
^•S(-J;?)fTxlii<, #J;lf4\ [4] DM 

F, T-feh^hy/K THF> ^db^A, S^^=^ 

is/vptvtf s: k^»x i -^>v- 3 - ( 3 - =f- 

y ^T v' K^Ott^SXTJSiSMII^U-CN- t 

^sranjt-c, Ufv&^mk&m [5] itt-s-i-s 
XK'if^mc&m [5] mt?-*-/^ 

*t 5 5 4S?IC J: *)ft&m [5] (Offittft 
;c*7Vi-i:U ftV^-DMF, 7th=hy;K TH 



-esu&s-ti-s;: t\cx<of-Ty— Mt-tm [i] 

[00 5 8] 1-3 

*««fel±, [I] m>TR2iR3^ 

5-N-CO-CR4-i-^||;*ot 
Hfc 2 3 ] 

«h 2 )„ <ny„ 
\ / 

— N— G— C — 
II l 4 

0 R 

[flS2 4] 



£#3 
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[1] 



al" + 



(16) 



<CH 2 ) 



H 2 N— C— NH 





N ™P. ^(CH 2 ) n 
^> N — C — C X 




Cy 



[r] 



(?> rit'-(W) t tt, -(CH 2 ) m -V-(CH 2 ) n 

#JSfe«L<»4TE»jSfe2lcJ;9»e)ii5o-^n^rh>' : 
ft^tt [1] Sr. ^?S.7!»MADfaT, L < liflnff&T, 

[6] iSlE^tSr fcfcj: 9. -fk-g-fe [I' ] 



[7] 



-NH„ 




[0 0 5 9] SSfe 2 

[It2 5] 

|gl IS 



Z— Y 



Hal 



[8] 




Hal 



[10] 



0 



(5t*. Ha 1 2jiUH|{JH^ **W^05/>ny^JH 

ins 

*Slc,toT#6*t5^*r5 Kfc«* [7] ; 

<»JPJRT. ^h^k^ft C8] ^IMfcKJES**:: 
fcfciOflS-fi* [9] Sr#6^i:3ftS-e#5.' 



»3js*rfb*t6. [9] W:TE##XiR«fc 

^^JtSfc : Kh im Geterotsikl S 
din, 1995 (1), 130-132 (199 
5) . Kh im Geterotsikl Soe 
n, 1 9 9 4 (2), 2 4 9- 2 5 2 (1 9 9 4) 
ndian J. Chem. , 32 (8) , 848 
5 7 (1 9 9 3) . 

vc&m [9] zmm*. mmr. n-^^*^ 



*7 



d i 
. I 

-8 
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•yfc&m [io] *r#*rfc*-c**.'»3feuv>jgKtt'' 

UTIi^^-^-y-V, rf7t Kn 77 V^W^— 7VU3% 

0 0 



s 



H 2 N- 



-NH„ 



[11] 




Hal' 



[8] 
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[ 0 0 6 0 ] S&2 - 2 

Z-Y-&Z ^CO-NH-CDB#£>a-^n 

Hk2 6] 

an x*s 



[12] 



0 



— : ^ 

0 

■_1L 



fin 

SSffi2- 

i] 



-OH 
[1 3] 




) 



%mi'£V'&t>ti2>i?tr h >ft&m [8] Sr* 
-ar^CirlcJ; ^{b-S-fe [1 2] Sr#5it^t 



•Mfrfr* [1 2] 



[13] £TS K* 

[14] 




M&2-1 ^2XSi:l^«HrLT'fk-g-ife [l 4] J:0 
a-^BT" hvft^fe [15] iSr#5r i:7)ST-^5„ 
[0 0 6 1 ] jKffi 3 
®!&3-l 

*«ifctt. f-T-S—A^e&m [I] ®*HI#i:Uf* 
[ft 2 7 ] 



H,.N — R 



[16] 



[17] 



s 

-N— C— NHR 
H 



[18] 



H 2 N- 



s 

JL 



-NHR' 



[2] 



(jS^K R Np RO|j, -<>V-< J^m. t e r t-^ 
/l'S, t e r t —•Jf-A'U ;Vifs=.jV^ t e r t —~f V 

HIS 

*ifeJ-±o#e>iis-f yft->ry»k^«i [16] & 
tttt*L<j*T^*3-2fclSI«K:L-C#& 
tbST 5 Xft^fe [1 7] bRfc£ltZ>Z.t\c£ <9{b-& 
m [18] ^Ct^ftS. »*UV^«Ei: UTtt 
•^fy, Th7t KB7 7yf©i-f^lffl; so 



f 2IS 

nmz£.<9ik&V>> [18] ©<R««Sr««t$-frSri:^ 
<tOf^!>l/Tft^ [2] TS 
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>&m&t Lttt, -OvWA-S, t e r t --ff->V 
I, ter t-^fA'*;l'#-;l'I, t e r t-7Y* . 
->*^j)?-^S^i!>^(f ?>ix5„ MiS, rNPRO^^o 



[0 0 6 21MS3-2 

Ufc2 8] *8fttt, f-TV-Asfc&m [I ' ] 



v... 



<W), 



R — H- 



«0 



(CH„> „ 

r n 

c— x 



[16] 



CPRO ' V 

II 




Cy 



[19] 



(CH,) ( 

R NPR0 — N-C-NH 
H II 

S 



c— x 

R CPR0 V R 4 

II 

0 




Cy 



[20] 



H 2 N— C— NH 



[6] 



fill 

iififet?»e>n5-f y^->TvsMk-s* tie] 

5g L < HtTSS»ifc 3 - 3 t mm t L T# & ft 5 ffr&fc 

[i9] &\ ^^/-/k /kssosbk*, mm 

T. ttcj; "Jfk-g-fe [2 0] *#5rtiS 

P77 >^(D^— "r/^MU \ *9 J — /K ^ / — A* 

■A^/nh^K, r-th-hy/K r-feh>^(o®tt^ 



sg2 XS 

^jfefciUfli^ [20] ©7 5yftl««$f5 

5 0 fc-S* [19] 7-fcSflS&«i;t 

[0 0 6 3] $!)*3-3 
^SJSfcH:. — /git [ I ' ] (Cio^-CVflS-NR a 5 •• - 
-CfcD, R a5 ' iSCi-eT^/Vi, c 6 _ 14 r 

[6] *vr± [19] ©«|>IHfl:*»a*«fe-C*>S. 
[ft2 9] 
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-CHO 



R MP ^°— NH 



[21] 



<CH,) 

+ I / . 

C— X — I. Cy 



II 

0 



[22] 



s&7 



<CHe>„. <CH 2 >, 



^CPRO 



C — X — { Cy ) 

/ \ 4 VlV 



- R HPR °-MH 




c— X 




Cy 



[25] 



; ^^vv^S^^C i - i 4 T y — ;UC 1-6 TVi* 
T\ Ra5' fi±|S-CHRa 7 R a 8|ct@^i-5 0 ) 

HIS 

^"e^btL^,^^ [21] * s mm*, myzmvft 

£T\ S&-C#fetb5{k^ [22] ^J£^5:^ 
t£*0{fr£4* [2 3] £r#5r 515c#J<h L 

y TKUfib h y r-t? h^r^^th ? 9^0* 

ny^>^(7)^i— rvu^fiSjlE ; y^y — yK oc^y— 
I21g 



\\&m [233 *, mm*. »tg5«*>#«et, utm^n 

btiZik&Vo [2 4] bfxfe&it&Z- hick*) 
[2 5] Sr^SrirdS-Cft^o JItg^ Lttt*»fc* 

^yi^®i£ ; y ^ y ~yK oi^ y — ^07^3- 
DU/jN;u^^/spyy^g|§ ; ^:/-£>\ h;l/xy 

I3IS 

SSiaotO [2 5] <DT ^ it 

y«8Si: Ittt, .-<y)/^;vS, t e r t 
#yU7K=yu£ % -<V^y^^^^yUzK^yUS«fdS^(f b 
ftZo mUlt, RNPRO^S t e r t - ~? b * v^yl^-yU 
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m<omm^^mmx^m^-r^> ; ^ut, tf^ k 

v7=7>*¥. &fcX®M$:1rZ> ;^5V^f^^T. y^ 
[0 0 6 4] *^B^tC>^5-^ [ I ] X^ZH 

%{k&mRi£z<Dm^fe*nmm\z£<>xMcfcmcwi 

10 0 6 5] 1 

N-[4-{2-(v^ u tVl^/P/K^A-T ^ / )-4-y ^/U 

/i-5--r /M fr a-2— r ^]-n-[2-(^ y ^ 

[0 0 6 6] Ig 1-1 

1/T(151. 18g, 1.986mol)£>^y — /WlOOOmL) 
fg^l-3-^ u n Tir^vu-Tir h ^(237. 8roL, 2. 085mol) 

^p^l, 9ox:xmmnwi,tc 0 ^^x^m^. 

if^/^^^/l-(l/l)^(500mL) ^Px.. Tk^TWm 

4-y ^/u^r ^ mmmz (357. 9 g , 94%) t 

NMRfl (DMSO-d6-300MHz) :2.43(s, 3H), 2. 5.1 (s, 3 
H), 9. 32 (br, 1H). 
[0 0 6 7] Ig 1-2 

ussw i oit i-i xmhfttz.s-T'tj-jw-T ^ y- 

4-y ^A^T /— /^^^(100g, 519mrool) £ fc° U 
(96. 5roL, 1194mmol)4oJ:I>^ n n */l^MlO0OmL) £21^ 
U tK?pT\ v/^p/nAV^^^nli K(51.8m 
L, 571mmol)£iSTbfc 0 ^^^^ 3 0 W Lfc 

^-C2^^bfc 0 Si^^fe^TK^b, 7k (5 
OOmL) SrJp £ 3 - <^ 1 0 «f ffi Lfc@ft:£ U * (50 
0mL)T*^i-5 - t lCjz «9N-[5-Ti?fvW-4-y ^JV^T 
>V\ is ? n ^ n A^3rU" ^ K (1 12. 9g, 

97%)*efe»*fcLT#fc. 

NMRjl (DMSO-d6-400MHz) : 0. 91-0. 96 (m, 4H), 1.9- 
2.0(m, 1H), 2.46(s,3H), 2. 56 (s, 3H). 

[0 0 6 8] IS 1-3 
SSJfcfll 1 ^)IS 1~2 T^btlfcN-[5-T-fe:^/l-4-y e f- 
;V^Ty—J\s-2-^Ml/?u^us<l/%;V7$^* K(l 
08. Og, 482mmol) <D * ? S — /U (500mL) Sg^tC^ h 7 
;l/7y^^Ah!J^P^ K(255. 4g, 530mmol) £#0 
X, 85 c Cr*2^P^^L^c 0 tK»T. 7K(540mL)Sr*P 

«fmb^@ffS:5Sli-S^^^J:0s N-[5-(2-yp 
^ T 1r ^/v) -4- y^A^-T yW2-^f^]'>^ u^n^ 
^^af?*-** K^efe^ B H H(86.3g, 59%)£LT#/c 0 
NMRl (DMSO-d6-400MHz) : 0. 91-1. 01 (m, 4H), 1.94 
-2. 01 (m, 1H), 2.6(s, 3H), 4. 62 (s, 2H), 12.85(s, 1 
H). 

[0 0 6 9] II 1-4 

N, N-v>y 9vl^?" U> i/T ^ V (11. 4g, 129. 3raraol) <t 



/l^(17 : 4mL, 129. 3nunol)^r*D^T. -^CD^ 1 5 
5BL)*5it>jR**y ^A(17.9g, 129.3mraol)^Dx.fc 

t> mmm 1 1-3 -e#e>ti^N-[5-(2-^n^r 

-fe ^vU) -4- y ^/U^-T /-^-2-^ yi/J^n/n/N'y^ 
K(39. 2g, 129.3mmol)S:*Dx_. ^T^^lC 
1H*IH«#L*:«. 7tc»TJ-*5V^*^:*n^, g|®^ 

ftj»Lfeo 6««r«£E»* 
U fc^ 0 B B S: ^>r^l-i: «9N- [5- {2- [2- ( ^ ^ 

Jfea(21-2g, 47%)^LT#fc 0 

NMRf (DMSO-d6-300MHz) : 0. 88-0. 93 (m, 4H), 1.87 
-1.96(ro, 1H), 2. 18(s, 6H), 2.42-2.47(m, 2H), 2.44 
(s, 3H), 3. 31-3. 36 (m, 2H), 6. 59 (s, 1H), 7.60(t, 1 
H, J=6.0Hz), 12.26(s, 1H). 

[0 0 7 0] 1-5 
2-^yl^^-n ^^^yPg^^dlOmg, 0. 712mmol) t h }) 
JUT ^ V(0. 107mL, 0. 7 69mmo 1 ) <fc OTHF (0. 5mL) 
L> TfcftT^btV^a^/V-^. 0879mL, 0. 712romol) Sr*D 

x., a«a-ci5^mit»bfc. r©sKis#4fcK*ifc«i 
©ig i - 4 -e#^tbfcN-[5-{2-[2-(> ? ^^r ^ y ) 
xf;ur ^ y ] ^-r /-/M->r /W-4-y ^/^r v—?^ 

-2— v^usOX/Utf^V^ K(100mg, 0.285m 
30 raoDOk 0 !) ^^®(2mL)^rJPx:T70 < C-e90^raSI^L 

Bffr&»N-[4-{2-(S^ n^n \*fl,%fr«~fl,T % J )-4 
^/v-^T 7-/U-5-^ /W} /W2->f /W]-N-[2- 

40 (v^y ^/i^T ^ y)^^u]-2-(2-^7P^-n 7^^^)T-fe 
h7^; KSrafeH»(81.3mg f 54%)tLT#fc 0 *^ . 

[0 0 7 1 ] Slife^ 2 

N-[4-y 5vi-5-{2-(4-y f;w2-t=^ y-3-^^^^e 0 ^< 

[0 0 7 2] Ig^ - 1 

(R)-(-)-a-T^ y 7x^*8 y ^vU-n^TVU ^ 
^(1. 15g, 5. 71mmol) ttert-^^/U N-(2-^V^^ 
so ^)^7— — h (l.Og, 6.28mmol) i:^^(0.425mL, 7.4 
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2nunol):fcJ;tM^y r — /u(15mL) U tK^T~T b V 

^Ai/T/^nt Ky K(431mg, 6. 85mmol) £rAP;t. -t • 

mi- b v M^^ttttii, mm 

u^b fvy ^-mmmm : ^^twss 

^ 9vU=2/l 1/1) T-«»-r 6 r t t£ ± 9 (R) - a - [2- (ter 

g& ^^^^x^^Mfeffl^K(639m g> 36%)£LT 

NMRI (DMSO-d6-300MHz) :1.36(s, ?H), 2.38-2.51 
(m, 2H), 2.95-3. 05 (m, 2H), 3. 59 (s, 3H), 4. 39 (br, 1 
H), 6.75 (br, 1H), 7. 25-7. 40 (m, 5H). 
[0 0 7 3] IS 2-2 

2 Mg2- l ^&btltt(f0-a-t2-itert-'7 f> 

^/Wzn^^yu(3. 52g, 11. 42mrool) t 37%*/^ ]) >7^m 
?£(3.4mL, 45. 68mmol) ^St(0. 719mL, 12. 56mmol)^o J: 20 
OTHF(30mL)£rfi^U tK^T^ h y 9 A h y Ti? h * 
votfn t Ky K(2.90g, 13. 71mmol)§rJtjnx., ^OSSl 

Tii^M^v'y ^w.pv b^yy^—mm 
mm.-, ^^t ws^f ;i-2/D t^st 5 r ia 

(R)-a-[N-> ^U-N-{2-(tert-y h^r^;^;U7 ? 
ffi#«>IKl. 82g, 50%)^LT#fc o 

NMRt ,(DMS0-d6-400MHz) :1.36(s, 9H), 2. 19(s, 3 
H), 2. 33-2. 50 (m, 2H), 2. 95-3. 10 (m, 2H), 3.63(s, 3 
H), 4.37(s, 1H), 6.57(br, 1H), 7. 3-7. 37 (m, 5H) . 
[0 0 7 4] Ig 2-3 

mmm 2 ^ig 2 - 2 -e# «) - a - [N-y ^*^-n- 

{2-(tert->^h^r^/U/J?^yur S J)^MT % J}~7 
^—/Ugfcgg * ^Vi^^TVWl. 82g, 5. 66romol) t 
^KlOmL) SrjB^.U 4«^iS».(OBf»^^/U««(8. 5m 
L, 33.9mnol)SrJnit. 2«fW«^L^ 0 E*5ffi£4S>£* -«> 
EMBfiK N^VC2CHl**^^r^^J:'9(R)-a- 
[N-^ 5vU-N- (2-T ^ 7 ^5vu) T ^ / ] Z7 ^ rvUSMfc * 

[0 0 7 5] Xg 2-4 

111600 2 (7)IS 2-3 (R)-a-[N-^ ?7HM2-T ^yx 

(5. 66mmol) £ THF (22mL) Srjft^ U *»T^>T 
V^u fcVUjn^vUT ^ V(2. lmL, 12. 4mmol) <t V 
J-X-.isT >^^<>y^( /U(0. 744mL, 5. 66mraol) £rAPx_ so 
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a-[N-^ fyU-N-(2-(3-^>'/>r;i/f t ^ K)^^ 

[0 0 7 6] Ig2-5 

2 Olg 2-4 "C# hfltz (R) - a - [N-^ f;u-N- 
{2-(3-^<>'y r ^yu^^^ W K)^/l-}T^ ;]7x^ 
/^g^^ ^ ^-/W^^ vvl-tf>tt£j5Sc$> (5. 66mmol) ^ ^ > 
-^(15mL)S:.a^b; *»TK»* y £ A (860mg, 6. 22 
■mmol)S:*DxT, ■tO**l«FBB»t^Lfc 0 Tk^TKiSil 

^{-Tk^ipx., ftBt^^-cttWL, *^e£&fij£: 

^i/^A^is^. zm&m&mm-r zzt^xvao- 

a-[N-y ^-yU-N- (2-^^ ^ U-f K^^yV) 7^]7x^ 

[0 0 7 7] Ig2-6 
M0iJ 2 OXg 2 - 5 T*# ^tlfc (R) - a - [N-^ f ;U-N- 

^T/Wi4^«l (2. 83mraol) fc /— /U(6mL) 
l> ll^09lOX§l-3-C#?>tt^:N-[5-(2-^n^e7' 
tf^)-4-^;i/f7y — A--2--Y yuJv-^n^czy^V'^; 
/l-^^r1^5: K(857mg, 2. 83mmol) ^Px.T, '5«PKiB«5L 

*«*^^^-?^"Cftj!ftU*:. Utah?? 

[4-^ ^/L-5- {2- (4-p< ^/U-2-^-^r V-3-^ =c z=~;U t*^ 9 
i/^P^p^^^^r'y-^ KSrafejefi(370mg, 29%) 

[00 7 8] HJS^J 3 
N-[4-y ^-/I/-5- {2- (4-y ^-2-^-^y-3-7x^/Ut 0 -< 

7 v^v-i— r /u) ^-r 7U-4-- r m ^tv—iv-z-^m 

[0 0 7 9] HJ&ftl 2 t?»&JxfcN-[4-^ f/W5-{2-(4- 
^ ^)V-2-^r^r y -3-7 ^;V\f^<y^ W /!✓) f7/ 
— — f ;Wf 7/ — /U-2--Y /W] - ^ n >^ n / n° > j& 
#3r-»^ K(350mg, 0. 772mmbl) (ClftK^^(3. 3mL)X 
^4«^*Sii<Oi^» Jc^yuSjft (0. 39mL, 1. 54mmol) ?riP 

^ ^Mfb^fe)N-[4-^ ^U-5-{2-(4-y ^U-2-^^f y-3- 
^ tr°^<^ is is- W /1-) ✓ — /U-4— f yu} f7/ 

fife©f£(390mg, 100%) ^ LT^7t 0 &it&Vd<Dit¥ffi 
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)AM%§t: [a] D 2 5=-n6° (c = 0. 536, »«E : D 
MF) 
[0 0 8 0] 

N-[4-^ f;V-5-{2-(4-^ =*~/l>\:°*< 
7 ;^f7^-;M-^ /w] *f-T M 

[0 0 8 1 ] IS4 - 1 

m&m i oig i-i -e#e>nfc5-T-fe^/u-2-r ^ / - 

4-7* ^U^T^-^JSKiedOOg, 519mrool) £ fc° y 

(96. 5mL, 1194mmol) *5 u u (lOOOraL) £ri&^ 

U tK^T Tir ^/l^ p y K(40.6mL, 571mmol) IriT 

7t 0 RjSS'&feSrTKftL, 7k(500mL) ^ t jci: 

hT S K(85.0g, 77%)£6fej£ f F B £ Itifc. 
NMRffi (DMSO-d6-300) : 2. 17(s, 3H), 2.47(s, 3H), 

2. 56 (s, 3H), 12.43(s, 1H). 

[0 0 8 2] X©4-2 
^&£#J4 (DJLU4 - 1 T?#?>ttfcN-[5-T-fe^/U-4-^^ 
^7/^2-^^]-7th7 5 K(72.8g, 367mmol) 
<Dt? / —)V (366raL) WtSL\^r h 7 ^^7 :/^e~ ? ^ 

h^D> K(194.8g, 404mmol)S:JPx. % 84*0^2^ 
«^Ufc 0 7k^T> SiEJl^S:* (750mL) \zMtL^ W 
UitfciM6$t5^^ia^ N-[5-(2-:/n^Ti? 
f;H-4-^Wry^W^]-7t YT^ K£r6 
fe*£S(63.3g, 62%)£LT#fc 0 

NMRI (DMS0-d6-300) : 2. 18(s, 3H) , 2. 58(s, 3H), 
2.65(s, 2H), 12.57(s, 1H). 
[0 0 8 3]'l84-3 

mmm 2 <o ig 2-5 -e# h titc ao-a- [n- ^ ?vn*- 

^X^Coa^fej(2. 83mmol) J — (6mL) 
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U JIJ6^j4 0X=g4- 2-e#?jtLfcN-[5-(2-^n^-T 
■fc^O -4->? ^vU^T >l/]-T"fe K T K (85 
7mg, 2.83mmol)^D^T. 5Bf P^SJfE LfCp *?£TRJC 
S^Kft?A«l***-J- h y £ A*»»SrJD^ THF£ 

Sr B ^^>®-r6r^{Cj:^a^p B B (517mg, 43%)Sr#fc 0 
m^^^^(4mL) SrJW*.T54>R|»«ESl3:. 

^/V-5- {2- (4-^ f/W2-t^r y-3-!7 31 —/U fcV<7 
W;i/)f 7 /-/M-^yi/) f 7y-;H-{;i/]-7t h 
T S KSr6feJgi5i(355mg, 30%) £ lT#fc 0 *fc&%><D 

[0.0 84] mmm 5 

N-[4-^ ^;W5-(2-(4-^ f;^-2-t^y-3-7x^;Vt e -< 
[00 8 5] Hi£#iJ 4 T?» bfrtfc (340mg, 0. 795mmol) fc 

20 mm^/i" (50mD & j: t«a^«:»^ftBi^f-^** <o. 

4mL, 1.6mmol)^JPx.r 10^81^ bfc 0 #ffflbfc@# 
Sr5ifl-f-Sr t fJl«J: «9^JS^^N-[4-^^;U-5-{2-(4- 

^ f;i/-2-^-^ y-3- 7 =t. t°^< 5 w AO y 

^&fe@fls:(374mg, 100%) LT#fc. *<k**©ft* 
«J^RtWfcttHSr* 2 (c^i" 0 

lt*36«: [a] D 25=-n 6 ° ( c = 0. 541, »K : D 
MF) 
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PKCo 


PKC 0 II 


x>\rc 
ri\U y 


1 




2.9062 


0.0369 


2 


U.Doll 


2.0681 


a ncnc i 


3 


0.640 


2.70 


0 04 Q 


4 


n nnnn 

0.9238 
— 


2.0825 


A AQKA 
V.VjOO 


S 


LOO 



2.60 


Ir.UifO 


6 


1. 0342 


1.6049 




7 


0.381 


3.1067 


A OIOI 


; ! 


3.1034 


5.8587 


0.6783 


10 I 


100 


100 


A OCAC 


12 i 
i 


2.2365 


3.2109 


A "7GCZA 


14 i 
! i- 


0.484 


. 0.8281 


0.3475 


15 i 
h 


0.6744 


1.5877 


0.4428 


16 ; 




2.8276 


A 0007 

0.3887 


17 

i. 


1.9997 


1.9916 


0.3033 


20 ! 

1 


0.4222 


2.5555 


0.1314 


r 

22 


0.2146 


1.1874 


0.2336 


23 \ 


0.2607 


1.5836 


0.1846 


24 


0.7288 


0.7508 


0.1422 


25 


1.1193 


1.0252 


0.2364 


26 | 


0.4024 


0.6619 


0.1003 


27 ; 


0.7984 


2.1487 


0.3068 



[0 16 7] 



1*79] 



4# Hfl 2002-53566 (P2002-53566A) 



(101) 

199 200 

m7 9 







(>M) 




PKCa 


PKGJ5I! 


PKCy 


28 


20.9551 


58.7021 


0.7796 


! 30 


1.1229 


2.3889 


0.1452 


31 


0.8852 


2.2086 


0.3141 


32 ; 


0.8931 


to 


0.2666 


33 


0.5861 


0.8481 


0.2966 


34 


1.3769 


3.403 


0.5586 


36 : 


0.1011 


0.2243 


0.1 


38 


1.0239 


2.3066 


0.2804 


39 


1.6275 


2.3583 


0.4253 


40 j 


3.7545 


9.3437 


0.4791 


41 | 


0.7993 


1.6952 


0.3414 


43 


1.8608 


2.9152 


0.3758 


44 j 


4.2445 


18.6092 


0.505 


50 

i 


0.1253 


0.4761 


0.1 


56 


1.9705 


3.2759 


0.6389 


57 j 


0.3019 


0.7948 


0.047 


58 


0.2356 


0.7665 


0.0431 


■+- 

59 


0.0861 


0.3512 


0.0234 


60 1 
4- 


0.0982 


0.3345 


0.0274 


61 

h 


0.3514 


1.328 


0.1123 


62 

1 


0.0713 


0.1727 


0.0286 



[0168] 



IMS 0] 



t# §32002-53566 (P2002-53566A) 



(102) 

201 202 

i80 



■mm , 






PKCa 


PKC0I1 


PKCy 


63 


0.1384 


. 0.4357 


0.0389 


64 


0.1084 


0.2647 


0.0383 


65 


0.2031 


0.5139 


0.0546 


66 j 


0.0829 . 


0.2596 


0.0305 


67 

i- 


0.1377 


0.503 


0.0643 


68 


0.7166 


2.5578 


0.1621 


69 0.5753 


3.0038 


0.1886 


70 


0.369 


1.8323 


0.0914 


77 


0.1811 


1.1455 


0.0436 


78 


0.3671 


4.4274 


0.0377 


79 i 


6.1068 


10 


0.4187 


85 


0.4281 


0.0817 


0.0518 


86 


10 


10 


0.4095 


87 j 


4.2331 


10 


0.6303 


89 

i_ 


0.4605 


0.8827 


0.1468 


91 ! 


0.3335 


0.9374 


0.0645 


95 0.1558 


0.4456 


0.0289 


96 


0.6069 


0.978 


0.2311 


97 


0.6261 


1.3975 


0.6133 


r 

101 


0.4178 


5.2222 


0.1573 


102 

I 1 L_ 


0.0814 


0.3242 


0.0438 



10169] [^8lJ 



*# IHj2002-53566 (P2002-53566A) 



(103) 

203 204 





PKCiSteBBS IC 5o(n M) 


**" PKCa 


PKC/3II 


PKCy 


104 


0.2578 


0.4058 


0.0555 


105 

h~ 


0.2559 


0.3638 


0.0569 


10d 


0.1656 


0.3231 


0.301 


- _ _ . i 

107 


0.1257 


0.2503 


0.0292 


108 


0.2942 


0.4942 


0.0815 


109 


0.01 


0.0253 


0.01 


110 


1.0028 


2.5185 


0.3547 


111 \ 


0.2484 


0.6543 


0.0885 


112 


0.0582 


0.1389 


0.0266 


113 

i_ 


0.1352 


0.4307 


0.2066 


117 ] 


0.1486 


0.2804 


0.0411 


118 


0.1303 


0.3481 


0.0252 


ii» j 


0.5804 


0.7109 


0.1313 


120 


0.5003 


1.121 


0.1835 


121 


0.043 


0.0849 


0.0315 


122 

U 


10 


io 


0.2648 


123 


0.231 


0.3928 


0.0667 


124 


0.605 


4.005 


0.176 


125 


0.1213 


0,7247 


0.0374 


126 


0.4539 


0.8748 


0.0696 


127 ; 


0.1409 


0.5416 


0.0358 



10 17 0] [*8 2] 



^^2002-53566 (P2002-53566A) 



(104) 

205 206 

^8 2 



mm . 


PKC?£ftjfi^ IC^mM) 


PKCo 


PKCjgrii 


PKC y 


128 


0.6411 


1.3177 


0.0832 


129 


0.7891 


10 


0.1053 


130 i 

4 


0.4813 


2.6958 


0.0778 


131 ' 

\ 


0.3694 


' 1,0981 


0.0458 


132 


10 


10 


0.3842 


133 ■ 0.7601 


7.2341 


0.2096 


134 


0.6145 


10 


0.1126 


135 


10 


10 


0.4226 


136 


0.3835 


0.5662 


0.0477 


137 ; 


0.6491 


0.6733 


0.114 


138 = 


0.206 


0.7927 


0.0731 


139 

i 


0.039 


0.18 


0.0233 


140 


0.6994 


4.4524 


0.2783 


141 

i- 


4.3222 


10 


0.6945 


142 I 


0.5658 


3.4076 


0.262 


143 

h 


2.4709 


2.8369 


0.238 


144 


1.8262 


5.1504 


0.2386 


145 


10 


10 


0.4329 


147 


10 


10 


0.3341 | 


1- 

148 


0.7315 


2.2953 


0.1236 


149 j 


0.2026 


0.4703 


0.022 



[0171] 



1^8 3] 



^^2002-53566 (P2002-53566A) 



(105) 

207 208 

3*8 3 



# ^ ! PKCo 


PKC3H 


PKCv 


150 


0.2403 


0.6434 


0.034 


151 


4.1609 


10 


0.586 


152 


1.3969 


0.2374 


0.1091 


153 


10 


10 


0.7554 


156 


0.0817 


0.6858 


0.037 


157 


0.2053- 


10 


0.0854 


158 


0.8114 


2.2487 


0.1631 | 


159 


0.4899 


1.4472 


0.0722 


160 

_J_ 


0.5408 


0.1689 


0.048 


161 


0.7628 


0.2478 


0.0549 


162 


10 


0.3797 


0.2692 


163 


10 


9.3292 


0.3971 


164 


0.6204 


3.0762 


0.2238 


165 ■: 


0.4699 


10 


0.0439 


166 


1.8756 


10 


0.8109 


167 


0.7312 


10 


0.2404 


168 


10 


10 


0.2727 


169 


0.6706 


10 


0.0535 


170 


0.01 


0.0528 


0.0115 


171 


0.01 


0.0278 


0.01 


172 


0.2315 


2.284 


0.0693 



[0172] 



[^8 4 J 



*#§II2002-53566(P2002-53566A) 



(106) 

209 210 

^84 







#^ ; 


PKCa 


PKC/3II 


PKCy 


173 : 


0.1803 


0.823 


0.0227 


178 


0.2014 


1.0955 


0.0589 


179 


0.2014 


1.0955 


0.0589 


160 


0.0447 


0.1852 


0.0148 


182 ! 


0,493 


10 


0.0632 


183 0.5188 


10 


0.0655 


185 


4.5305 


9.0984 


0.7888 


r 

j 187 : 


0.7463 


2.4368 


0.0677 


188 


3.1367 


3.8826 


0.3118 


189 


0.5497 


1.2724 


0.0648 


190 : 


0.2765 


0.9269 


0.0327 


191 


0.3441 


1.4509 


0.05 i 


182 | 


0,1874 


0.6329 


0.0411 


193 


0.3171 


1.0387 


0.0435 


194 


3.1816 


10 


0.7699 


195 


4.1963 


6.8348 


0.6202 


196 


3.118 


4,2776 


0.3954 


197 


0.5301 


1.3578 


0.0947 


198 


2.2416 


0.7359 


0.2847 


199 ; 


3.5292 


1.735 


0.5815 


200 


2.7132 


0.504 


0.3708 



[0173] [i8 5] 



IHl 2002-53566 (P2002-53566A) 



(107) 

211 212 

ms 5 







PKCa 


PKC/3II 


PKCy 


201 


0.4534 


0.0583 


0.0326 


202 


0.1438 


0.2821 


0.0126 


203 


0.0181 


0.0509 


0.01 


204 


0.2536 


0.6034 


0.0752 


205 


1.8445 


2.0435 


0.6881 | 


208 


0.3621 


0.7343 


0.0497 


207 


1.2896 


2.9182 


0.0576 


- 208 


0.5169 


1.4617 


0.0229 


209 


5.1562 


8.5936 


0.4971 


210 


0.2416 


0.7747 


0.07 


211 


0.324 


0.0546 


0.0345 


213 


1.0162 


4.1203 


0.0976 


214 | 


0.0899 


0.3258 


0.0287 


215 


1.2266 


2.6531 


0.3828 


218 


1.5912 


1.7024 


0.3088 


217 


0.3023 


0.8786 


0.0569 


218 


0.6108 


1.9878 


0.0415 


219 


0.3836 


1.0157 


0.0425 


220 j 


1.7341 


3.5649 


0.082 


221 


1.1928 


3.2046 


0.1244 


222 


1.4298 


4.8165 


0.4648 



[0 17 4] 



IM S 6] 



t# §32002-53566 (P20O2-53566A) 



(108) 

213 214 

^8 6 



mteto ; PKcaaaiag ic 50 (^m) 



■»* 


PKCa 


PKCflll 


PKC/y 


223 


1.1599 


3.0946 


0.2411 


224 


0.6074 


1.3187 


0.1009 


225 


0.8434 


2.0511 


0.1088 


226 


1.2533 


2.0744 


0.0987 


227 


4.6416 


10 


0.3154 


228 


0.1439 


0.527 


0.0377 


230 


0.7932 


10 


0.1519 


231 


1.9148 


4.3648 


0.6877 


232 


2.2058 


4.3243 


0.7279 


233 


1.1948 


7.5429 


0.2491 


234 ; 


. 3.3771 


10 


0.642 


237 


0.0664 


0.2718 


0.0753 


238 


0.1643 


0.4521 


0.1138 


239 


0.1645 


0.3851 


0.1128 


240 


2.0602 


4.4752 


0.1667 


241 


1.6723 


3.275 


0.2455 


242 


1.5715 


3.9299 


0.1314 


243 


0.5143 


2.0035 


0.0327 


244 : 

i 


1.6825 


4.5809 


0.1265 


245 ; 


4.5598 


7.7718 


0.3007 


246 


4.1918 


7.8553 


0.269 



[0175] 



[*8 7] 



^^2002-53566 (P2002-53566A) 



(109) 

215 216 

3*8 7 



mm 


pKcmvmm ic 50 


(liM) 


m ^ PKCa 


PKC0H 


PKC-y 


247 


0.7353 


1.4122 


0.1574 


248 


4.7388 


3.0942 


0.2127 


250 


2.2456 


3.8395 


0.3516 


251 


1.2051 


3.3082 


0.1165 


252 


7.5785 


9.9982 


0 1643 


253 


0.7711 


1.6616 


0.0908 


255 


8.7832 


10 


0.3636 


256 


0.6817 


2.1602 


0.174a 


257 


0.0197 


0.0574 


0.013 


258 


0.5716 


1.8643 


0.0434 


259 


2.3994 


10 


0.129 


260 ' 


0.5492 


1.9493 


0.038 ! 


281 i 


3.3157 


8.2864 


0.3605 


282 


2.7343 


5.6371 


0.7032 


263 


2.5549 


0.9648 


0.2083 


264 


0.3683 


1.4796 


0.0324 


265 


0.6817 


2.5745 


0.0588 


267 


1.4729 


2.9851 


0.2119 


268 


2.9237 


5.219 


0.073 


269 2.3036 


4.6499 


0.2522 


270 


1.8292 


3.7545 


0.149 



[0176] 



1^8 8] 



$$§32002-53566 (P2002-53566A) 



(110) 



3*8 8 







PKCa 


PKC/3II 


PKCy 


271 


0.8243 


2.139 


0.0606 


272 


1.2554 


2.4596 


0.0672 


273 


0.6934 


1.4572 


0.0297 


274 


1.7267 


2.5746 


0.0768 


275 


4.6116 


5.5656 


0.2395 


276 


2.7981 


5.0732 


0.2772 


277 


1.5974 


2.902 


0.121 


278 


4.7862 


7.3154 


0.3694 


279 


0.5391 


. 2.1049 


0.158 


280 


0.5228 


1.8414 


0.1874 


281 


2.028 


4.1114 


0.4423 


I 282 


0.9474 


6.0803 


0.1372 


283 


1.6883 


2.3741 


0.1019 


284 


3.2021 


2.0008 


0.2032 


285 


10 


6.255 


0,4102 


286 


0.2957 


0.6491 


0.0526 


287 


0.1501 


0.3063 


0.0503 


288 


1.8182 


2.2867 


0.3434 


289 

1 — 


1.8581 


2.2649 


0.1214 


290 


9.5046 


4.951 


0.3994 


291 


1.978 


1.79 


0.0708 i 



[0 1 7 7] 



[318 9] 



^^12002-53566 (P2002-53566A) 



(111) 

219 220 

3&8 9 





PKCSteBRS IC go 


(*M) 


^ PKCa 


PKC0II 


PKCv 


292 


2.7292 


2.1358 


0.1568 


294 


1.5731 


2.9446 


0.1406 


295 


1.70 


5.90 


0.076 


296 • 


2.0174 


4.0763 


0.2116 


297 


3.7313 


5.8978 


0.1485 


299 


2.0506 


5.6728 


0.2506 


300 : 


6.54 


10 


0.8001 


301 


4.0711 


10 


0.7776 


302 


2.2321 


!° 


0.2145: 


305 


3.8583 


10 


0:570$ 


306 


1.3647 


6.3833 


0.2066 



[0178] 



20 IS 9 0] 



♦#892002-53566 (P2002-53566A) 



(112) 





^9 0 






U a (£f>) 


(mg/k g) 










161.9 ± 2.6 




i 


3 


148.5 ± 2.7 






10 


I 143.8 ± 3.8 


1 QQ Q -4- 17 ft 




1 10 


129.0 ± 4.8 


215 9 + n 




- 


149.4 ±2.7 


ox # .o _e iz.is 


3 


3 


148.4 ± 4.3 






10 


146.4 ± 4.1 


1 557 CC -4- ill 




10 


122.0 ± 3.3 


oifl K. -t- a f\ 
^lO.O X 0.9 




— 


153.6 ± 3.2 


qon c j. r c 

o^sv.o — 5.5 


e 


3 


145.6 ± 4.0 


jjoz.y in 9.7 




10 


143.3 ± 5.2 






10 


117.9 ± 6.7 


7Q7 n -4- T O 




— " 


151.3 ± 3.9 


A//.y io.3 




30 


136.1 ± 8.4 


loo.y 2: 14.9 


100 


132.4 ±4.1 


140.0 =E 


=i > h C3 — ^ 


— 


150.4 ± 2.9 




208 


3 


148.8 ± 5.7 


275,4 ± 12.1 






141.3 ± 3.6 


300.9 ± 9.0 


243 


3 


140.9 ± 4.5 


250.6 ± 15.8 






146.0 ± 3.8 


288.0 _L 8.8 


268 


10 


128.1 ± 8.1 


195.6 ± 28.9 




30 


119.3 ± 7.0 


185.8 ± 17.4 






147.3 ± 4.0 


310.1 ± 5.8 


274 ! 




141.8 ± 5.3 


222.8 ± 14.0 






149.4 ± 2.7 


317,5 ± 12.2 


295 


3 


147.1 ± 4.6 


218.1 ± 16.8 







[oi7 9] zir^mmmzmiTzzK rtu^^tL* 

(a) mmmi(D4k&%> 

(b) ?m 

(c) h^^-n^^y/y 

(d) % slstflrZ/^ ?-/u±/V>u ^ j^-y- 

(e) xrryyiv^^^ 
(a) , (b) , (c) <D±mRXf (d) <D30g&7k 

(d) Mg© (e) £*1^U tt^T^J^ 
t^-^l-<t^ ie$)f:n0mg© (a) £-a^ff 
5£e#J 10 0 Ofi^rMat-r^o 
[0 18 0] 



1 0 g 
5 0 g 
1 5 g 

h y £A 4 4 g 

1 g 

©-SttPKCo, PKCj3. PKAKJfcLgtfll&lCP 

*tt«I*fc#t5iHt» tttCfttt5PKCi:B 



nm 2002-53566 (P2002-53566A) 



(113) 



(51) Int. CI. 7 W8USE# 
A 6 1 K 31/4725 
31/496 
31/497 
31/498 
31/502 

31/5355 r 
A 6 1 P 29/00 

43/00 111 
C0 7D 417/04 
417/14 



F I 

A 6 1 K 31/4725 
31/496 
31/497 
31/498 
31/502 
31/5355 

A 6 1 P 29/00 
43/00 

C0 7 D 417/04 
417/14 



111 



^mmmm^m i # i » 0 



F^— 4C033 AD03 AD04 AD06 AD13 AD17 

AD20 ; 

4C063 AA01 AA03 BB02 BB09 CC62 
CC76 CC81 CC92 DD03 DD06 
DD07 DD10 DM2 DD14 DD15 
DD25 DD28 DD34 DD54 DD62 
EE01 

4C086 AA01 AA02 AA03 BC82 GA02 
GA04 GA07 GA08 GA09 GA10 
MA01 MA04 NA14 ZA08 ZC20 
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